I
t is estimated there are 7,000 rare (frequency #1%) single-gene disorders, and 1 or more genes have been discovered for more than 4,000 of these disorders (1) . In these inherited disorders, the gene alone is capable of inducing the phenotype, the penetrance is usually age-dependent, and when identified, usually provides important insight into the molecular pathway leading to the phenotype.
Expression of the human mutant gene in the mouse has become a standard approach to determine causality, elucidate the pathophysiology, and possibly to unravel targets to direct the development of new therapies. As Goethe remarked, it is often much easier to understand nature and its ways when it wanders off its beaten path. We are fortunate in the cardiovas- Science author instructions page. 
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